The molecular analysis suggests two independent activity that can abruptly collapse certain growth cones semaphorin signaling cascades, one initiated by Sema3A (Luo et al., 1993) . A repulsive role for Sema3A in vivo and NP, and the other by Sema1 and plexins. However, several factors suggest that two pathways might not be fully independent. The physiologic actions of NP-
. In addition, the sema domain of plexin might be expected to possess affinity for NP directly.
To explore the relationship between these two semaphorin-binding proteins, we sought to characterize any molecular interactions between NP and plexin. We find that NP-1 and Plex 1 form a complex with enhanced affinity for Sema3A. Furthermore, this NP-1/Plex 1 complex, but neither protein alone, can mediate a morphologic response to Sema3A in nonneuronal cells. A mutant of Plex 1 lacking the intracellular domain interacts with NP-1 and disrupts Sema3A signaling in DRG neurons. These data suggest that all semaphorin signaling may occur via plexins. The role of NP may be to enhance binding affinity for soluble Sema3A, much as NP-1 plays a facilitory role in VEGF signaling through some VEGF receptors (Soker et al., 1998) . The unified model of semaphorin signaling through plexaphorins are confined to the plane of the lipid bilayer ins presented above emphasizes the paucity of informaand require a lower binding affinity to achieve biological tion concerning how the intracellular domain of plexin specificity, and this lower affinity is provided by plexins might transduce a signal. It is noteworthy that the large directly. This model also implies that plexins are bifuncintracellular domain is highly conserved across the tional: they can stand alone as Sema-1 receptors and plexin family but does not share strong sequence simialso serve as transducing subunits for Sema3A/NP-1 larity to another protein, which might suggest an obvious complexes. A similar conclusion has been drawn from hypothesis for signaling function. There is weak similarthe studies of Tamagnone 
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Plexin 1 and NP-1 Form a Complex
